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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of claims: 

1. (Previously Presented) A compound of the formula; 




R 



or a pharmaceutical^ acceptable salt thereof, wherein: 
^ Ar is phenyl, 1- or 2-naphthyl, each of which is mono-, dh, or tri-substituled; 

^ R 1 is chosen from hydrogen, halogen, cyano, nitro. alkyl. alkenyl, alkoxy, 

CT (cycloalkyl)alkyl. alkylthio, alkylsulfinyl, alkylsulfonyl, or mono* or dialkylcarboxamide 

DO each of which is optionally substituted with 0-3 substituents independently selected 

m from Halogen, cyano, hydroxyl. amino, nitro, C^alkyl, C^alkenyi. C^alkoxy. C- 

O 6 alkanoyl, Cvsaminoalkyl, carboxamido, and benzyl; 

O Ra is chosen from hydrogen, cyano, nitro, alkyl, alkenyl, alkoxy, 

(cycloalkyl)alkyl, alkylthio. alkylsulfinyl, alkylsulfonyl. or mono- or dialkylcarboxamide, 
each of which is optionally substituted with 0-3 substituents independently selected 
from Halogen, cyano. hydroxyl. amino, nitro. C^alkyl, C 2 . 6 alkenyl, Cealkoxy, C,. 
ealkanoyl. C^aminoalkyl. carboxamido. and benzyl, with the proviso that R, and R 3 

are not both hydrogen; and 

R 2 is alkenyl, alkynyl. aminoalkyl. mono or dialkylamino, alkylthio, alkylsulfinyl, 
alkylsulfonyl. or mono or dialkylcarboxamide each of which is optionally substituted 
with 0-3 substituents independently selected from Halogen, cyano, hydroxyl. amino, 
nitro. C^lkyl. C^alkenyl, C 2 . s alkynyl, Ci«alkoxy. Ci- 6 alkanoyl. C, aminoalkyl, 
carboxamido, and benzyl. 



2. (Cancelled). 
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3. (Currently Amended) A compound of the formula 

R3 




R, N Ar 

or a pharmaceutical^ acceptable salt thereof, wherein: 

Ri and R 3 are independently selected from hydrogen, cyano, C1-6 alkyl, C 2 - 
salkenyl. (CwcydoalkyliJC^Ikyl. (Cwcydoalkyli)C^alkenyl. -0<C 3 - 
7C yclga1kyl,)C M alkyl, -0(C 3 . 7 cycloalkyli)C 2 -4alkenyl, halo(Cw)alky1. haloC*. 
ealkenyl. -0(halo(C^)alkyl), -0(halo(C 2 ^)alkenyl), ~0(Cv B alkyl), -0(C 2 -6alkenyl), 

S(0) n (C,. 6 alkyl), and S(0) n (C 2 ^alkenyl), 

where each alkyl. or alkenyl is independently straight, branched, or 
cyclic, and is optionally substituted with one or more substituents 
independently chosen from halogen, hydroxy, oxo, cyano, d^alkoxy, 
amino, and mono- or di(CM)alkylamino, 
and 

where each C 3 -7cycloalkyl 1 is optionally substituted by one or more 
substituents independently chosen from halogen, hydroxy, oxo, cyano, Ci- 
4 alkoxy, amino, and mono- or di(C M )alkylamino, 
with the proviso that not both Ri and R 3 are hydrogen; 

R 2 is selected from the group consisting of -OR Al -S(0)oRa, -NHRa, - 
NRaRb. -C(=0)NHRa, -C{=0)NRaRb, -S(0) n NHR A . -S(0) n NR A RB. -NHC(=&)R A ,- 
NRuG^O^AT-NHSfO)^ -NR B S(0) n R A , and 3- to 7-membered carbocyclic 
groups which are saturated or partially unsaturated, which may be further 
substituted with one or more substituents independently selected from halogen, 
oxo, hydroxy, amino, cyano, C M alkyl, -0(C,-»alkyl). -NH(C M alkyl), -N(Ci- 
. 4 alkyl)(CM3lkyl),and -S(0)n(alkyl); 

Ar is selected from the group consisting of phenyl and naphthyl. each of 

which is mono-, di-, or tri-substituted with R c ; 
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Ra and R B , which may be the same or different, are independently 

selected at each occurrence from: 

hydrogen, straight, branched, or cyclic alkyl groups consisting of 1 to 8 
carbon atoms, (cycloalkyl)alkyl groups consisting of 4 to 11 carbon atoms, 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or 
straight or branched alkynyl groups consisting of 2 to 8 carbon atoms, each of 
which may be further substituted with one or more substituent(s) independently 
selected from oxo, hydroxy, halogen, cyano, amino, C^alkoxy, -NH(Ci- B alkyl). - 
N{C^alkyl)( C^alkyl), -NHC(=0)(C^alkyl). -N(C^alkyl)C(=0){C^alkyl), - 
NHSfOMC-ealkyl), -S(OWC^ alkyl), -S(0)oNH(C^alkyl), -S(0) n N(C^ alkyOfCu 
6 alkyl), and 3- to 7-membered carbocyclic groups which are saturated, 
unsaturated, or aromatic, which may be further substituted with one or more 
substituenls independently selected from halogen, oxo, hydroxy, amino, cyano, 
C^alkyl, -O(CMalkyl), -NH(C„alkyl), - N (C^alkyl)(C„alkyl),and -S(0) n (alkyl); 

Rc is independently selected at each occurrence from halogen, cyano, 
ha|o(C^)alkyl. ha!o(C^)alkoxy, hydroxy, amino, C^alkyl substituted with 0-2 
R D , C 2 . 6 alkenyl substituted with 0-2 R D , C^alkynyl substituted with 0-2 R n ; C 3 - 
7 pydoalkyl substituted with 0-2 Rp, (Cs-rcycloalkyDC^alkyl substituted with 0-2 
R 0) C^alkoxy substituted with 0-2 R D . -NH(C^alkyl) substituted with 0-2 Rd, - 
NfC^alkylMC^alkyl) each C^alkyl independently substituted with 0-2 Ro, -XR A , 
and Y; 

R D is independently selected at each occurrence from the group consisting 
of halogen, hydroxy, cyano, amino, Chalky!. -CHC^alkyl), -NH^alkyl), -N(C t . 
4alkyl)(C 1 . 4 alky1), 

-StO^OIkyD.hatotC^alkyl. haMd^alkoxy, CO(C M alkyl), CONH(C,. 

4 alkyi). CON(Ci-<,alkyl)( C^alkyl), -XRA.and Y; 

X is independently selected at each occurrence from the group consisting 
of -CH^, -CHRb, -O-, -C(=0)-, -C(=0)0-. -S(0) n -, -NH-. -NRb-. -C(=0)NH-. - 
C(=0)NRa-, -S(0) n NH-. -S(0) n NR B ^ -OC(=S)S-, ^NHC(-O)-. -NR B C(=0)-, - 
IMHS(0)„-, -OSiH„(C M alkylW. and -NR B S(OV; 
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Y is independently selected at each occurrence from: 3- to 7-membered 
carbocyclic groups or heterocyclic groups which are saturated, unsaturated, or 
aromatic, which may be further substituted with one or more subslituents 
independently selected from halogen, oxo, hydroxy, amino, cyano, C M alkyl, - 
0(C M alkyl), -NH(C w alkyl), ~N(C,.4alkyl){C M alkyl),and -S(0) n (alkyl) , 

said 3- to 7-memberered heterocyclic groups containing one or 
more heteroatom(s) independently selected from N. O, and S, with the 
point of attachment being either carbon or nitrogen; and 
n Is independently selected at each occurrence from 0, 1 , and 2. 

i 

4. (Previously Presented) A compound or salt according to Claim 1 
wherein 

Ar is mono-, di-, or trisubstituted phenyl; and 

R 2 is selected from aminoalkyl, and mono or dialkylamino. 

5. (Original) A compound or salt according to Claim 3, wherein: 
Ar is phenyl mono-, di-, or tri-substituted with Re- 

6. (Previously Presented) A compound or salt according to Claim 3, 
wherein*. 

Ar is phenyl mono-, di-, or tri-substituted with Rc; and 

r 1 and R3 are independently selected from the group consisting of 

d-aalkyl. C^alkoxy, (C^cyctoalkyDCsalkyl, (C^cyctoalkyDC^alkoxy, each of 

which is unsubstituted or substituted by 1-3 groups independently chosen from hydroxy, 

amino, cyano, and halogen. 

t 

* 

7. (Previously Presented) A compound or salt according to Claim 3, 
wherein: 

Ar is phenyl mono-, di-, or tri-substituted with Rc; and 

R A and Rb. which may be the same or different, are independently selected at 

each occurrence from: 

I 
I 

C . ROS2_tt7l27_l>IA|.r.XANJli:R 
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straight, branched, or cyclic alkyl groups having from 1 to 8 carbon atoms, 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or 
straight or branched alkynyl groups consisting of 2 to 8 carbon atoms. 

8 (previously Presented) A compound or salt according to Claim 3, 
wherein: 

Ar is phenyl mono-, di-, or tri-substituted with Rc'. 

R A and Ra. which may be the same or different, are independently selected at 
each occurrence from: straight, branched, or cyclic alkyl groups having from 1 to 8 
carbon atoms, straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon 
atoms, or straight or branched alkynyl groups consisting of 2 to 8 carbon atoms; and 

R 1 and R 3 are independently selected from the group consisting of C-i-aalkyl, Ci- 
salkoxy, (C 3 -7cycloalkyl)Ci^alkyl. (Ca-ycycloalkyOCaalkoxy, each of which is 
unsubstituted or substituted by 1-3 groups independently chosen from hydroxy, amino, 
cyano, and halogen. 

9. (Previously Presented) A compound of Formula A 




Formula A 

or a pharmaceutical^ acceptable salt thereof, wherein: 

Rxand Ry are the same or different and are independently selected from: 

a) hydrogen, 

b) -(C=0)alkyU, wherein alkyU is a straight or branched alkyl group 

having from 1 to 8 carbon atoms; 

c) straight, branched, or cyclic alkyl groups consisting of 1 to 8 
carbon atoms, cycloalkyl(alkyi) groups consisting of 4 to 1 1 carbon atoms, 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon 
atoms, or straight or branched alkynyl groups consisting of 2 to 8 carbon 
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atoms, each of which may be further substituted with one or more 
substituent(s) independently selected from: 

i) hydroxy, halogen, amino, cyano, -O(CMalkyl), 

-NH(Ci-,alkyl), and -NH(C M alkyl)(CMalkyl), and 

H) 3- to 7-membered carbocyclic groups, which 
are saturated, unsaturated, or aromatic, which may be : 
substituted with one or more substituents independently 
selected from halogen, halotd^alkyl, halofC^alkoxy, oxo, 
hydroxy, amino, C^alkyl, -0(C M alkyl), -NH(C 14 alkyl),^ 
N(Ci. 4 alkyl)(Ci-ialkyl). and 

-S(OMalkyl), ■ 
r 1 is selected from hydrogen, halogen, cyano, Co alkyl, C^alkenyl, <C 3 . 
7 cycloalkyli)C 14 alkyl, (C^cycloalkyh^alkenyl, -0(C> 7 cycloalkyh)Ci-4alkyl. - 
OCCwcycloalkyhJ^alkenyl, halofC^alkyl, haloCa^alkenyl. -OfhalofC^alkyl), 
-0(halo(C^)alkenyl), ^(d-ealkyl). -0(C 2 *alkenyl). StOWC^alkyl). and 

S(0)n(C2.6alkenyl), 

R 3 is selected from hydrogen, cyano, C M alkyl, C 2 . 6 alkenyl, (C 3 - 
vcycloalkyhiC^alkyl, (C^cycloalkytOC^alkenyl. -0(C 3 -7cycloalkyli)C^alkyl, - 
0(C 3 .7cycloalkyli)C 2 -4alkenyl, halo(C,-e)alkyl, haloC^alkenyl, -0(halo(C^)alkyl), 
-0(halo(C 2 ^)alkenyl). -0(C^alkyl), -0(C 2 ^alkenyl), S(0) n (C^alkyl), and 

S(OUC 2 -Balkenyt), 

where each alkyl, or alkenyl is independently straight, branched, or 

cyclic, and is optionally substituted by one or more substituents - 
independently chosen from halogen, hydroxy, oxo, cyano, C^alkoxy, 
amino, and mono- or di(Ci-»)alkylamino, 

and 

where said C^cycloalkyli Is optionally substituted by one or 
more substituents independently chosen from halogen, hydroxy, 
oxo, cyano, Ci^alkoxy, amino, and mono- ordi(C^)alkylamino 
with the proviso that not both Ri and R 3 are hydrogen; j 
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Ar is selected from the group consisting of phenyl and naphthyl, each of 
which is mono- dh or tri-substituted with R c ; 

R A and Rd, which may be the same or different, are independently 
selected at each occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups consisting of 1 to 8 
carbon atoms, (cycloalkyl)alkyl groups consisting of 4 to 1 1 carbon atoms, 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, 
and straight or branched alkynyl groups consisting of 2 to 8 carbon atoms, each 
of which may be further substituted with one or more substituent(s) 
Independently selected from oxo, hydroxy, halogen, nitro, cyano, C^alkoxy, - 
NH(C^alkyl). -NfC^alkylX C^alkyl), -NHC^OXC^alkyl), *N(C,. 
6 alkyl)C(=0)(Ci*alkyl). ~NHS(OMC,. B alkyl). -S(0)„(C« alkyl). -S(0)„NH<Cv 
ealkyl), -S(0) n N(C^ alkyl)(Ci^alkyl). and Z; 

Rc is independently selected at each occurrence from halogen, cyano. 
haWC^alkyl, halo(C^)alkoxy. hydroxy, amino, and C^alkyl substituted with 0- 
2 Rd, Cm alkenyl substituted with 0-2 R D , C^alkynyl substituted with 0-2 Ro, C 3 . 
v cycloalkyl substituted with 0-2 Rd. (C^yctoalKyOCMalkyl substituted with 0-2 
Ro, d-oalkoxy substituted with 0-2 R D . -NH(C 1<a lkyl) substituted with 0-2 Rd. - 
N(C^alkyl)(C^atkyl) each C^alkyl independently substituted with 0-2 R Dl -XRa. 
and Y, with the proviso that at least one of the positions ortho or para to the point 
of attachment of Ar to the pyrimdine ring shown in Formula A is substituted; 

Rd is independently selected at each occurrence the group consisting of 
halogen, hydroxy, cyano. Chalky!. -0(C„alkyl), -NH(CMalkyl), -NfCMalkylXd- 
4 a!kyO, -S(0)„(alkyl) halo(Ci. 4 ) alkyl, halo(Cv 4 )alkoxy, CO(C n ^alkyl). CONH(d. 
4 alkyl). CON(C,-4alkyl)( C^alkyl), ~XR A , and Y; 

X is independently selected at each occurrence from the group consisting 
of -CHr. -CHRo-, -O-, -C(=0), -C(=0)0-. -S(0) n -, -NH-, -NR fl -. -C(=Q)NH-. - 
C(=0)NRb"i -S(0) n NH-, -S(0) n NR B -, -OC(=S)S-. -NHC(=0)-, -NR 0 C(=O)- t - 
NHS(OV, -OSiH n (CM-alkyl) 2 -n-. and -NR B S(0)„-; 

Y and Z are independently selected at each occurrence from the group 
consisting of: 3- to 7-membered carbocyclic groups or heterocyclic groups, which 
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are saturated, unsaturated, or aromatic, which may be further substituted with 
one or more substituents independently selected from halogen, oxo, hydroxy, 

amino, Chalky!, -OfC^alkyl), 

-NH(Ci-4alky1), -rJ(CMalkyl)(C^alkyl). ™ d -S(0) n (alkyl); and 

n is 0, 1, or 2. 



10 



(Previously Presented) A compound or salt according to Claim 9, 



wherein: 

R X and R Y are the same or different and are independently selected from: 

a) ~(C=0)alkylA, wherein alkyU is a straight or branched alkyl group having 

from 1 to 8 carbon atoms; 

b) straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon 
atoms, (cycloalkyl)alkyl groups consisting of 4 to 12carbon atoms, straight, 
branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight 
or branched alkynyl groups consisting of 2 to 8 carbon atoms, each of which may 
be further substituted with one or more substituent(s) independently selected 

from: 

i) hydroxy, halogen, amino, cyano, -OfC^alkyl), -NhKC^alkyl), 

and -NHld^alkylXCualkyl), and 

ii) 3- to 7-membered carbocyclic groups, which are saturated, 
unsaturated, or aromatic, which may be substituted with one or more 
substituents independently selected from halogen, halo(C M )alkyl, 
halo(Cw)alkoxy, oxo, hydroxy, amino, Ci^alkyl. -O(C^alkyl), -NH(C,. 
4 alkyl). -NfC^alkylXC^alkyl), and -S(0)n(alkyl), 

R, is selected from hydrogen, halogen, cyano, C M alkyl, C 2J6 alkenyl, (C 3 . 
^ycloalkylOd-.alkyl, (C^ydoalkylOC^alkenyl, -0(C 3 . 7 cycIoalkylt)C M alkyl, - 
0(C3. 7 cycloalkyli)C 2 .4alkenyl. halo(C,^)alkyl, haloC^alkenyl. -0(halo(C^)alkyl), 
-0(halo(C2^)alkenyl), -O(C^alkyl), and ^0(C 2 ^alkenyl). 

R 3 is selected from hydrogen, cyano, C» alkyl, C 2 *alkenyl, (C 3 . 
7 cycloalkyli)CMalkyl, (C^ydoalkyUC^alkenyl, -o^cycloalkyliP^alkyl, - 
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0{C3.7cycloalkyli)C2. 4 alkenyl p halo(Ci-e)alkyl, haloC 2 . 6 alkenyl, '0(halo(Ci- e )alkyl), 
-0(halo(C 2 -6)alkenyl), -O(C^alkyl), and -0(C 2 ^alkenyl), 

where each alkyl, or alkenyl is independenlly straight, branched, or cyclic, 
and is optionally substituted by one or more substituents independently chosen 
from halogen, hydroxy, oxo, cyano, Ci^alkoxy. amino, and mono- ord^. 
,i)alkylamino, 

and 

where said C-wcycloalkyh is optionally substituted by one or more 
substituents independently chosen from halogen, hydroxy, oxo, cyano, Ci- 
4 alkoxy. amino, and mono- or di(0.4)alkylamino 
Ar is phenyl, which is mono-, di-, or tri-substituted with Rc; 
Ra and R B , which may be the same or different, are independenlly 
selected at each occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups consisting of 1 to 8 
carbon atoms, (cycloalkyl)alkyl groups consisting of 4 to 1 1 carbon atoms, 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, 
and straight or branched alkynyl groups consisting of 2 to 8 carbon atoms; each 
of which may be further substituted with one or more substituent(s) 
independently selected from oxo, hydroxy, halogen, nitro. cyano, C^alkoxy, - 
NH(C^alkyl), -N(C^alkyl)( C^alkyl), -NHC(=0)(C^alkyl), -N(Cl 
5 alkyl)C(=0)(Ci^alkyl), and Z; 

R c is independently selected at each occurrence from halogen, cyano, 
halo(C^)alkyl. halofC^alkoxy, hydroxy, amino, and c^alkyl substituted with 0- 
2 R P , C2.6 alkenyl substituted with 0-2 R D , C 2 ^alkynyl substituted with 0-2 R D , C 3 . 
7 cycloalkyl substituted with 0-2 R D . (C 3 . 7 cycloalkyl)C M alkyl substituted with 0-2 
Ro, Ci-ealkoxy substituted with 0-2 Ro, -NH(C^alkyl) substituted with 0-2 R P . - 
N(Ci*alkyl)(Ci-6alkyl) each C^alkyl independently substituted with 0-2 R D . -XR A , 
and Y. with the proviso that at least one of the positions ortho or para to the point 
of attachment of Ar to the pyrimidine ring shown in Formula A is substituted; 

Ro is independently selected at each occurrence the group consisting of 
halogen, hydroxy, cyano. C^alkyl, -0(C n .«alkyl), -NH(C„alkyl), -NtC^aikylXCt- 
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4 alkyl), halo(C^)alkyl. haloIC^aikoxy, CO(Ci^alkyl) ( CONH{Ci-4alkyl), CON^. 

„alkyl)( C^alkyl), -XR A . and Y; 

X is independently selected at each occurrence from the group consisting 
of -CHjr. -CHRb-, -0-, -C(=0)-, -C(=O)0-. -NH-, -NRet. -C(=0)NH-, -C(=0)NRb-. 

-NHCf^O)-, and -NR B C(=0)-; 

Y and Z are independently selected at each occurrence from the group 
consisting of: 3~ to 7-membered carbocyclic groups, which are saturated, 
unsaturated, or aromatic, which may be further substituted with one or more 
substituents independently selected from halogen, oxo, hydroxy, amino, Chalky!, 
-0(C M alkyl), -NH(C M alkyl), and -N(C,. 4 alkyl)(C M alkyl); and 

n is 0,1, or 2. 

11. (previously Presented) A compound or salt according to claim 9, 
wherein: 

Ar Is phenyl mono-, di-. or tri-substituted with Rc, and 
R n is selected from the group consisting of 

hydrogen, halogen, C,. 4 alkoxy, halo(Ci^)alkyl, halo(d-4)alkoxy, 
Chalky), which Chalky! is unsubstituted or substituted by orie to 
three substituents independently selected from hydroxy, oxo, cyano, d- 
4 alkoxy, amino, and mono- or di{C M )alkylamino, and 

(C3-7cycloalkyl)Ci. 4 alkyl, which (C 3 -7cycloalky1)CMalkyl is 
unsubstituted or substituted by one to three substituents independently 
selected from hydroxy, oxo, cyano. C^alkoxy, amino, and mono- or di(d 

4 )alky1amino; and 
r 3 is selected from the group consisting of 

hydrogen, C M alkoxy, halo(C^)alkyl. haloCC^Jalkoxy, 
C^alkyl, which C^alkyl is unsubstituted or substituted by one to 

three substituents independently selected from hydroxy, oxo, cyano, d- 

4 alkoxy. amino, and mono- or di(d-4)alkylamino, and 

(C3. 7 cycloaikyl)C M alkyl, which (C 3 . 7 cycloalkyl)d-ialkyl is 

unsubstituted or substituted by one to three substituents independently 



-11 - 



nOSJ 527I37J/IAM-XANDI.R 



PAGE 1207 * RCVD AT 3/7/200$ 3:11:08 PM [Eastern Standard Time] ' SVR:USPT0-EFXRF«4 ' DWS:2730676 ' CSID:6174394170 * DURATION (mm-ss):10-28 



HAR-07-2006 TUE 03=07 PM E A P & D 



Application No. 09/811,359 

Amendment dated January 25, 2006 

After Final Office Action of December 9, 2005 



FAX NO. 6174394170 



P. 



Docket No.: 49662(72021) 



selected from hydroxy, oxo, cyano, C^alkoxy, amino, and mono- or di(Ci. 
4 )alkylamino. 



12. (Previously Presented) A compound or salt according to 
claim 9, wherein: 

Ar is a phenyl group of the formula: 




6 

wherein L indicates a bond to the pyrimidine ring in Formula A 

and the phenyl group is substituted at one. two. or three of 
positions 2, 4, and 6 positions of the phenyl ring with substitutents 
independently selected from: 

i) halogen, cyano. halo(C M )alkyl. halo(C M )a1koxy, hydroxy, amino. C M alkyl, C,. 
ealkoxy, (Ci^alkoxy)Ciw,alkoxy, and mono- or di(Ci^alkyl)amino, 

ii) C M alkyl and C^alkoxy which are further substituted with a 3- to 7-membered 
carbocyclic group, which is saturated, unsaturated, or aromatic, which 3- to 7- 
membered carbocyclic and heterocyclic group may be further substituted with one or 
more substltuents independently selected from halogen, oxo, hydroxy, amino, C^alkyl. 
.0(C M alkyl), -NH(Ci-4alkyl), and -N(C M alkyl)(Ci^alky1). 

1 3. (Previously Presented) A compound or salt according to claim 9, 
wherein: 

Ar is phenyl mono-, di-, or tri-substituted with Rc. 

Rxand R Y , which may be the same or different, are independently 

selected at each occurrence from 

straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon atoms, 
(cycloalkyl)alkyl groups consisting of 4 to 1 1 carbon atoms, straight, branched, or 
cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight or branched 
alkynyl groups consisting of 2 to 8 carbon atoms; 

^ 2 - B0S2_527127. UlAliiXANURR 
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R, is selected from the group consisting of hydrogen, halogen, C^alkoxy, 
halo(C M )alkyl, (halo(Ci. 4 )alkoxy, Ci«alkyl, which Chalky! is unsubstituted or 
substituted by one to three substituents independently selected from hydroxy, 
oxo, cyano, C^alkoxy, amino, and mono- or di(Ci-4)a!kylamino, (C 3 . 
7 cycloalkyl)C H alkyl. which (C3. 7 cycloalkyl)C M alkyl is unsubstituted or 
substituted by one to three substituents independently selected from hydroxy, 
oxo, cyano, C^alkoxy, amino, and mono- or di(CM)alkylamino; and 

r 3 is selected from the group consisting of hydrogen, C M alkoxy, 
halo(C^)alkyl, (halo(C M )alkoxy, C^alkyl, which d. 6 alkyl is unsubstituted or 
substituted by one to three substituents independently selected from hydroxy, 
oxo, cyano, CMalkoxy. amino, and mono- or di(C M )alkylamino, (Ca. 
7 cycloalkyl)Ci. 4 alkyl, which (C 3 . 7 cycloalkyl)Cnalkyl is unsubstituted or 
substituted by one to three substituents independently selected from hydroxy, 
oxo, cyano, CMalkoxy, amino, and mono- or di(C M )alkylamino. 

i 

14. (Previously Presented) A compound or salt according to;claim 9 
of the formula: 




Rxand Ry are the same or different and are independently selected from 'the 

group consisting of: 

hydrogen and C t - C& alkyl. 

1 5. (Previously Presented) A compound or salt according to the formula 
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wherein: 

Rx is chosen from 

straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon 
atoms, (cycloalkyl)alkyl groups consisting of 4 to 12 carbon atoms, straight, 
branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight 
or branched alkynyl groups consisting of 2 to 8 carbon atoms, each of which may 
be further substituted with one or more substituent(s) independently selected 

from: 

(a) hydroxy, halogen, amino, cyano, -0(C M alkyl), -NH(C^alkyl), and - 

NH(CMalky!)(Ci- 4 alkyl), and 

(b) 3- to 7-membered carbocyclic groups, which are saturated, 
unsaturated, or aromatic, which may be substituted with one or more 
substitutents selected from halogen, halo(CM)alkyl, oxo, hydroxy, amino. Ci- 
„alkyl. -0(C M alkyl). -NH(C M alkyl), -N(Ci^alkyl)(C 1Jt alkyl); 

R! is selected from hydrogen, halogen, cyano, Ci-e alkyl, C 2 .&alkenyl, {C 3 . 
7 cyc|oalkyli)C M alkyl, (C 3 .7cycloalkyli)C^alkenyl, -0(C 3 . 7 cycloalkyli)CMall<yl, - 
OfCs-zcycloalkylOC^alkenyl, halo(C M )alkyl, haloC 2 . 6 alkenyl ( -0(halo(Ci.e)alkyl), 
-0(halo(C 2 . 6 )alkenyl), -O(Ci^alkyl), -O(^alkenyl), S(OWCn,alkyl). and 

S(0) n (C2^alkenyl), 

Ra is selected from hydrogen, cyano, Ci- B alkyl, C 2 . 8 alkenyl, (C 3 . 
vcycloalkyli)Ci-»alkyl, (C 3 . 7 cycloalkyli)C 2 .4alkenyl, -OfCa-ycycloalkylOd^alkyl, - 
OtCa-zcydoalkyliiC^alkenyl. halo(C«)alkyl, haloC M alkonyl, -0(haIo(C,*)a!kyl), 
-0(halo(C 2 ^)alkenyl), -0(C,^alkyl), -O^alkenyl), S(0) n (C^alkyl), and 

S(0) n (C2-6alkenyl). 

where each alkyl. or alkenyl is independently straight, branched, or cyclic. 

and is optionally substituted by one or more substituents independently chosen 
from halogen, hydroxy, oxo, cyano, C^alkoxy, amino, and mono- or di(C,. 
4 )alkylamino, 

and 
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where said C3- 7 cycloalkyti is optionally substituted by one or more 
substituents independently chosen from halogen, hydroxy, oxo, cyano, Ci. 
4 alkoxy, amino, and mono- or di(CM)alkylamino 
with the proviso that not both Ri and R3 are hydrogen; 

Ar is selected from the group consisting of phenyl and naphthyl, each of 
which is mono-, di-, or tri-substituted with R c ; 

R A and Rb, which may be the same or different, are independently 
selected at each occurrence from the group consisting of: ' 

hydrogen, straight, branched, or cyclic alkyl groups consisting of 1 to 8 
carbon atoms, (cydoalkyl)alkyl groups consisting of 4 to 11 carbon atoms, : 
straight, branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, 
and straight or branched alkynyl groups consisting of 2 to 8 carbon atoms; each 
of which may be further substituted with one or more substituent(s) i 
Independently selected from oxo. hydroxy, halogen, nitro, cyano, C^a\koxy, - 
NH(Ci^alkyl). -N(Ci^alkyl)( Chalky!). -NHC(=0)(C,^alkyl), -N(C < 
calkyOC^OKCvealkyl). -NHS(0)„(C^alkyl), -S(0)n(Cns alkyl). -S(0) n NH(Ci. 
ealkyl), -S(0) n N(Ci- 6 alkylXd-ealkyl), and 2; > 

R c is independently selected at each occurrence from halogen, cyano, 
halo(C^)alkyl, halo(C,^)alkoxy, hydroxy, amino, and C^alkyl substituted with 0- 
2 Rd, C m alkenyl substituted with 0-2 R D , C 2 -6alkynyl substituted with 0-2 R D , C3. 
?C ycloalkyl substituted with 0-2 Ro, (C^cycloalkyDC^alkyl substituted with 0-2 
R 0 , d-oalkoxy substituted with 0-2 R D , -NH(Ci^alkyl) substituted with 0-2 R D , - 
NfC^alkylJtCi^alkyl) each C M alkyl independently substituted with 0-2 Rd, -XR a , 
and Y, with the proviso that at least one of the positions ortho or para to the point 
of attachment of Ar to the pyrimdine ring shown in Formula A is substituted; 

Rp is independently selected at each occurrence the group consisting of 
halogen, hydroxy, cyano. C^alkyl, -O(C^alkyl), -NH(C w alkyl), -N(C w al|cyl)(Cv 
4 alkyl). -S(OWalkyl) halo(C M )alkyl, halo{C^)alkoxy, CO(Ci. 4 alkyl), CONH(Ci- 

•1 

4 alkyl), CON(C M alkyl)( C^alkyl), -XRa. and Y; j 

X is independently selected at each occurrence from the group consisting 
of -CHr. -CHRd-. 0-, -C(=0)-. -C(=0)0-, -S(0) n -, -NH-, -NRb-, -C(=0)NH-, - 



_ ^ 5 . noii2_5'27i27_i/jAi>:xANnrn 



PAGE 16137* RCVD AT 31712006 3:11:08 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/4 * DWS:2730876 * CSID:6174394170 * DURATION (mm-ss):10-23 



MAR-07-2006 TUE 03:08 PM E A P & D 



FAX NO. 6174394170 



P. 



Application No. 09/811,359 Docket No.: 49662(72021) 

Amendment dated January 25. 2006 

After Final Office Action of December 9, 2005 

C(=0)NRd-, -S(0) n NH- ( -S{0) n NRa-. -OC(-S)S-. -NHC(=0)~, -NR B C(=0)-, - 
NHS(0)„-, -OSiH n (CM-alky! 2 -n)-, and -NR B S(0) n -; 

Y and Z are independently selected at each occurrence from the group 
consisting of: 3- to 7-membered carbocyclic groups, which are saturated, 
unsaturated, or aromatic, which may be further substituted with one or more 
substituents independently selected from halogen, oxo, hydroxy, amino, Ct^alkyl, 

-□(C^alkyl), 

-NH(C 1 . 4 alkyl), -N(C 1 . 4 alkyl)(C^alkyl), and -S(0)„(alkyl); and 
nisO, 1,or2. 

1 6. (Previously Presented) A compound or salt according to claim 1 5 
wherein: 

Ri is selected from the group consisting of hydrogen, halogen, Chalky!. Ci, 

4 alkoxy, and ha!o(Cn)alkyl; and 

R 3 is selected from the group consisting of hydrogen, C^lkyl, C^alkoxy, and 

t 

halo(Ci-r>)alkyl. 

L 

1 7 (Previously Presented) A compound or salt according to Claim 3 of 
Formula B: 




Formula B 

wherein 1 

r 

Ar is phenyl mono-, di-, or tri-substituted with Rc; 

R is selected from straight, branched, or cyclic alkyl groups, 
(cycloalkyl)alkyl groups, or straight, branched, or cyclic alkenyl groups, and 
Which are by one or more substituents independently chosen from oxo, hydroxy, 
halogen, cyano, -0(C^ alkyl), amino, -NH(C M alkyl), and -N(C M alkyl)(C w 
alkyl); j 
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R, is selected from hydrogen, halogen, cyano, Ci->i alkyl, (Cs. 
7 cycloalkyl)Cwalkyl, halo(C M )alkyl, halo(Ci.4)alkoxy, and -0(C M alkyl); and 
R x and Ry are the same or different and are independently selected from: , 

a) hydrogen, 

b) -(C=0)alkylA. wherein alkyl A is a straight or branched alkyl group having 

from 1 to 8 carbon atoms; 

c) straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon 
atoms, (cycloalkyl)alkyl groups consisting of 4 to 11 carbon atoms, straight, 
branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight 
or branched alkynyl groups consisting of 2 to B carbon atoms, each of which may 
be further substituted with one or more substituent(s) Independently selected 
from (i) hydroxy, halogen, amino, cyano. -OfC^alkyl), -NH(C M alkyl). and - 
NH(C n .4alkyl)(CMalkyl), and (ii) 3- to 7-membered carbocyclic groups, which are 
saturated, unsaturated, or aromatic, which may be substituted with one or more 
subslitutents selected from halogen, halo(Ci- 4 )alkyl, halo(Cn)alkoxy, oxo,. 
hydroxy, amino, C^alkyl, -0(C M alkyl). -NH(Cnalkyl). -N(C M alkyl)(CMalkyl), 
and -S(0) n (alkyl). 

18. (Withdrawn) A compound or salt according to Claim 17, 
wherein Ar is a phenyl group of the formula: 




wherein L indicates a bond to the pyrimidine ring in Formula B 
and the Ar phenyl group is substituted at one, two, or three of 
positions 2, 4, and 6 with substituents independently selected from: 

i) halogen, cyano, halo(C M )alkyl, halo(C^)alkoxy ( hydroxy, amino. Cm alkyl, Cl 
6 alkoxy, (C^alkoxy)C M alkoxy, and mono- or di(C M alkyl)amlno. 

ii) d-e alky! and C^alkoxy which are further substituted with a 3- to 7-membered 
carbocyclic group, which is saturated, unsaturated, or aromatic, which 3- to 7- 
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mernbered carbocydic group may be further substiluted with one or more substituents 
independently selected from halogen, oxo, hydroxy, amino, Chalky!, -0(C M alkyl), - 
NH(Ciw,alkyl), and -N(Ci. 4 alkyl)(Ci-4a|kyl). 



19, (Wilhdrawn) A compound or salt according to Claim 17, 



wherein 



Ar is a phenyl group of the formula: 



wherein L indicates a bond to the pyrimidine ring in Formula B 
and the Ar phenyl group is substituted at one, two, or three of 
positions 2, 4, and 6 with substituents independently selected from: 

i) halogen, cyano, halo(C^)alkyl, halo(Ci^)alkoxy, hydroxy, amino.C,* 
alkyl, C-ealkoxy. (Ci^lkoxyJC^Ikoxy, and mono- or di{Ci. 4 alkyl)amino. 

ii) c w alkyl and Cealkoxy which are further substituted with a 3- to 7- 
mcmbered carbocydic group, which is saturated, unsaturated, or aromatic, which 3- to 
7~membered carbocydic group may be further substituted with one or more 
substituents independently selected from halogen, oxo, hydroxy, amino. Chalky!, - 
O(C^alkyi), -NH(C M alkyl), and -NfC^alkylKC^alkyl); 

Rx and R Y are the same or different and are independently selected from the 

group consisting of; 

a) hydrogen (with the proviso that R„ and R Y are not both hydrogen), 

b) -(C=0)alkyl A . wherein alkyI A is a straight or branched alkyl group having 

from 1 to 8 carbon atoms; 

c) straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon 
atoms, (cydoalkyl)alkyl groups consisting of 4 to 1 1 carbon atoms, straight, 
branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight 
or branched alkynyl groups consisting of 2 to 8 carbon aloms, which may be 
further substituted with one or more substituent(s) independently selected from 
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hydroxy, halogen, amino, cyano, -0(Ci. 4 alkyl). -NH(CMalkyl), and -NH(Ci- ; 
4 alkyl)(Ci-,alkyl). 

t 

20. (Withdrawn) A compound or salt according to Claim 17, 
wherein 

Ar is a phenyl group of the formula: 

r 

2 



wherein L indicates a bond to the pyrimidine ring in Formula B 
and the Ar phenyl group is substituted at one, two, or three of 
positions 2, 4, and 6 with substituents independently selected from: ; 

i) halogen, cyano, halo(C M )atkyl. halo(C^)alkoxy, hydroxy, amino,; C M 
alkyl, Ci-calkoxy, (CMalkoxyp^alkoxy, and mono- or di(Ci-4alkyl)amino, ' 

ii) C1.6 alkyl and Ci-ealkoxy which are further substituted with a 3- to 7- 
membered carbocyclic group, which is saturated, unsaturated, or aromatic, which 3- to 
7-membered carbocyclic group may be further substituted with one or more > 
substituents independently selected from halogen, oxo, hydroxy, amino, d^alkyl. - 
0(C M alkyl), -NHfC^alkyl), and -N(Ciw,alkyl)(C M alkyl); 

R x and R Y are the same or different and are independently selected from the 

t 

group consisting of: 

a) hydrogen (with the proviso that R x and R Y are not both hydrogen), 

b) -(C=0)alkyl A , wherein alkyl A is a straight or branched alkyl group having 

from 1 to 8 carbon atoms; ; 

c) straight, branched, or cyclic alkyl groups consisting of 1 to 8 carbon 
atoms, (cycloalkyl)alkyl groups consisting of 4 to 1 1 carbon atoms, straight, 
branched, or cyclic alkenyl groups consisting of 2 to 8 carbon atoms, or straight 
or branched alkynyl groups consisting of 2 to 8 carbon atoms. 
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21 . (Withdrawn) A compound or salt according to Claim 17, of 
the formula: 



Docket No.: 49662(72021) 




wherein: 

q is an integer from 1 to 4; 

G is hydrogen, hydroxy, Ct-ealkoxy, -NHfCi-ealkyl). -N(C^alkyl)( Ci. 
6 alkyl), or a 3- to 7-membered carbocyclic group which is saturated, 
unsaturated, or aromatic, which is unsubstituted or substituted with one or 
more substituents independently selected from halogen, halo(Ci-4)alkyl, 
halo(CM)alkoxy, oxo, hydroxy, amino, Ci^alkyl, -0(Ci-4alkyl), -NH(Ci- 
4 alkyl), -N{Ci„ 4 alkyD(Cv4alkyl), and -S(0) n (alkyl); 

j anc ) k are independently selected from halogen, cyano, halo(Ci^)alkyl, halo(Ci. 
<)alkoxy, hydroxy, amino, c« alkyl, Chalky!, C^alkoxy, (Cvnalkoxy^alkoxy, and 
mono- or di(CMalkyl)amino. 

22. (Withdrawn) A compound or salt according to Claim 1 7 f of 
the formula: 
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wherein: 

Q is hydrogen or C3-7 cycloalkyl,; 
q is an integer from 1 to 4; 

G is hydrogen, hydroxy, Ci^alkoxy. -NH(C^alkyl), -N(Ci^alkyl)( Ci. 
6 alkyl), or a 3- to 7-membered carbocyclic group, which is saturated, 
unsaturated, or aromatic, which is unsubstituted or substituted with one or 
more substituents independently selected from halogen, halo(C^)alkyl. 
halofCv^alkoxy, oxo, hydroxy, amino, C^alkyl, '0(C M alkyl), -NH(Ci- 
4 alkyl), -N(C^alkyl)(CMalkyl), and -S(0)„(alkyl); 

j anc | k are independently selected from halogen, cyano, halo(C,^)alkyl, ha!o(Ci. 
.Oalkoxy, hydroxy, amino, C M alkyl. C^alkyl. C^alkoxy, (C 1 ^alkoxy)C 1 ^alkoxy, and 
mono- or di(Ci-4alkyl)amino; and 

Rxand R Y are the same or different and are independently selected from 
hydrogen (with the proviso that R x and R Y are not both hydrogen) and straight, 
branched, or cyclic alkyl groups having from 1 to 6 carbon atoms, which alkyl groups 
may contain one or more double or triple bonds. 

23. (Cancelled). 

24. (Original) A compound or salt according to Claim 1 wherein, in a 
standard in vitro CRF receptor binding assay the compound exhibits an IC 0 o value less 
than or equal to 1 micromoiar. 

25. (Original) A compound or salt according lo Claim 1 wherein, in a 
standard in vitro CRF receptor binding assay the compound exhibits an IC50 value less 
than or equal to 100 nanomolar. 

26. (Original) A compound or salt according lo Claim 1 wherein, in a 
standard in vitro CRF receptor binding assay the compound exhibits an IC S0 value less 

1 

than or equal to 10 nanomolar. 
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27. (Original) A method for treating an anxiety disorder, a stress-related 
disorder, or an eating disorder, comprising administering to a patient in need of such 
treatment a therapeutically effective amount of a compound or salt according to Claim 1. 



28-29. (Cancelled). 

30. (Original) A compound or salt according to Claim 1 , wherein in a 
standard in vitro Na channel functional assay the compound does not show any 
statistically significant activity at the p < 0.05 level of significance. 

31-34. (Cancelled). 

i 
i 

35. (Original) A pharmaceutical composition comprising a 
pharmaceutical^ acceptable carrier and a compound or salt of Claim 1 . 



36-38. (Cancelled). 

39. (Withdrawn) A compound according to Claim 1 , which is [2-(2,4- 
dimelhoxyphenylH- me to° x y-6- meth ^ 

40. (Withdrawn) A compound according to Claim 1 , which is [2-(2- 
tfilorophenylM^ethox^meth^^ 

41 . (Withdrawn) A compound according to Claim 1 , which is [2-(2,4- 
dichlorophenylH-methoxy-6-methylpyrimidin-5-yljdipropylamine. 

42. (Withdrawn) A compound according to Claim 1 . which is [2 : (2- 
rnethoxy-4-ch!orophenylH-methoxy-6-methylpyrimidin-5-yl]dipropylamine. 
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43. (Withdrawn) A compound according to Claim 1 , which is [2-(2- 
methoxy-4-isopropy!phenylH-methoxy-6-methylpyrimidin -5-yl]dipropylamine. 

44. (Withdrawn) A compound according to Claim 1, which is [2-(2,4~ 
dimethoxyphenyl)-4-methoxy-6-methyl pyrimidin-5-yl] dipropylamine. 

45. (Withdrawn) A compound according to Claim 1 , which is [4- 
methoxy-2'(6--methoxy-2,4-dimethylphenyl)-6-methylpyrimidin-5-yl]dipropylamine: 

46. (Withdrawn) A compound according to Claim 1 , which is [2-(2- 
melhoxy-4,6-dimethylphenyl)-4-methoxy-6-ethyl pyrimidin-5-yt] dipropylamine. 

■ 

47. (Withdrawn) A compound according to Claim 1 . which is [2-(2,4 ( 6- 

t 

trimethylphenylM-methoxy~6-methyl pyrimidin-5-yTj dipropylamine. 

48. (Withdrawn) A compound according to Claim 1 . which is [2-(2,4,6- 
trimethylphenyl)-4-methoxy-6-ethyl pyrimidin-5-yl] dipropylamine. 

49. (Withdrawn) A compound according to Claim 1 . which is [2-(2- 
mQthoxy-4.6-dimethy!phenyl)-4-ethoxy-6-methyl pyrimidin-5-yl] dipropylamine. - 

50. (Withdrawn) A compound according to Claim 1 . which is [2-(2- 
methoxy-4.6-dimethylphenylH-(2-fluoroethoxy)-6-methylpyrimidin-5-yl] dipropylamine. 

51 (Withdrawn) A compound according to Claim 1 , which is [2 : (2- 
methoxy-4,6-dimethylphenyl)-4isopropoxy-6-methyipyrimidin-5-yl] dipropylamine. 

52. (Withdrawn) A compound according to Claim 1 , which is [2 r {2- 
methoxy-4,6-dimethylphenylH-methoxy-6-fluoromethylpyrimidin-5-yl] dipropylamine. 
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53. (Withdrawn) A compound according to Claim 1 , which is [2(2- 
mothoxyA6~dlmethylphenylM-methox 

54. (Withdrawn) A compound according to Claim 1 , which is 1-[5- 
(dipropylamino)-6-methoxy-2-(2-methoxy^,6-dimethyl P henyl)-pyrimidin-4-yl]-ethan-1-ol. 

55. (Withdrawn) A compound according to Claim 1 , which is 1 -[5- 
(dipropylamino)-6-methoxy-2-(2-methoxy-4,6-dimethyl P henyl)-pyrimidin-4-yl]-propan-2- 

ol. 

56. (Withdrawn) A compound according lo Claim 1 , which is (4-(2- 
Cydopropyl-2-fluoro-ethyl)-6'methoxy-2-(2-methoxy-4,6-dimethyl-phenyl)-pyrimidin-5- 

yr]-d.ipropy!-amine. 

57. (Withdrawn) A compound according to Claim 1 , which is [4-(2- 
Cyclopropyl-2-hydroxy-«thyl>6-methoxy-2-(2-methoxy-4,6.dimethyl-phenylVpyrimidin-5^ 

■ 

yl]-dipropyl-amine. 

58. (Withdrawn) A compound according to Claim 1 , which is 1-[5- 
Dipropylamino^methoxy-2^ 

cyclobutanol, 

59. (Withdrawn) A compound according to Claim 1 , which is 

(Cydopro P y1methyl)[^ 
yljpropylamine. 

60. (Withdrawn) A compound according to Claim 1 . which is 
Cyclopro P y!methyH2^^ 

propyl-amine. 
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61 (Withdrawn) A compound according to Claim 1 , which is 
Cyclopropylmethyl[2'(2.propoxy-4,6-dimethyIphenyl)-4-methoxy-6-methylpyrimidin'5-yI] 

di propylamine. 



62. (Withdrawn) A compound according to Claim 1 . which is 
Cyclopropylmethyl[2-(2Hsopropoxy-4,6-dimethy1phenyl)-4-methoxy-6-methylpyrimidin^5^ 

yl] dipropylamine, 



63. (Withdrawn) A compound according to Claim 1 . which is 
Cyc|opropylmethyl[2-(2-©thoxymethoxy-4,6-dimethylphenyl)-4-methoxy-6- •, 

methylpyrimidin-5-y|J dipropylamine. 

» 

64. (Withdrawn) A compound according to Claim 1 , which is [2-. 
(dimethylamino)ethyll(cyclop^ 

4-methyIpyrirnidin'5-yl]amine. 

65-66. (Cancelled). 

67. (Withdrawn) Cyclopropylmethyl-(2-methoxy-€thyl)-[4-methoxy-2-(2- 
methoxy-4.6-dimethyl-phenyl)-6-methyl-pyrimidin-5-yl]-amine. 

68. (Cancelled). ! 
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